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of said direct oJ'ISdSinter.cSp^nt S ^iJd seie "T^"^ '° '=°"'^" ^ -^-^l 

interaction partners of said diseaserelated7,v>WWr.HH "''^.^^"'^'^^^ (po]y)peptides and optionally with known direct or indirect 

occur; (b) dieting t,y?p^;"derSt^^^^ f^.^ P^"- 

action partners of L d dLase-relate^ (SriSe Tel t^HnW °' '""^^^^^ i^^" 

peptides suspected to contain one o^e'S'^^S;;ifi?„te^^^^^^^ f "^^^ ^ of (poly) 

that allow the interaction between interaction paSto^™?^^^^^^^^ (poly)pept.des detected in step (b) under conditions 

in step (b); (e) contacting said dis^tr^laS^S^C^^^^ (P^^ I-Ptides detected 

disease-related (poly)peptide. said (poly)iptidSSd tn 1^.^ ^""^ ■ ' °' interaction partnen, of said 

several (poly)pep,ides interne ing whha^^^^^^^^ T ^^""^ °f P™'*'"" ^'P^^ to contain one or 

interaction pawners to occur; i^^tZl^^^^Z^^ 

known direct or indirect inteinction P^f r^^^SiSsL^ll J^^^^^^ d.sease-related (poly)peptide and optionally said 

or (d); and (g) generating a (poly)pep,ide(poly)peptWeSiS^1e^^^^ 7 '"j" (P°'y>rP"''"^ "^'''''^^ ^'^P ^ 

known direct or indirect interaction partn^of Slw2^?«ZT ,^ ^ disease-related (poIy)peptide and optionally said 
and (f). Moreover, the prese^nvenC^St^I ^tt^n'^^f..^'^''''^ '"'^ (poly)peptides identified in steps (b). (d) 
compounds interfering with an interacLn Ts^d p^tS fTuS T^^Zl T° r'"" '° for identifying 

and to the use of compounds identified by the^^eKLnHon f„ .1' ^ '^'^^ '° ^ pharmaceutical composition 

of Huntington's diseL. ^^P^s*-' ">vention for the preparation of a pharmaceutical composition for the tr^tment 
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MOLECULAR CELL, CELL PRESS, CAMBRIDGE, MA, 

vol. 2, no. 4, October 1998 (1998-10) 
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abstract 
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SCIENCE (WASHINGTON DC), 
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abstract 
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.Thbl„te„,a«onal search Report has not been established in ^spectofcer^nc^^ 

Claims ISIos.: 30-31 

because they relate to subject matter not required to be sean:hed by this Authority, namely: 



2. 2] Claims Nos.: 30-31 

see FURTHER INFORMATION sheet PCT/ISA/210 



3. Q Claims Nos.: 

because they a«depe™ien,claln» and a«„o.d«f.ed.nacco,tWwfth the second and 



BOX ill Observatlor.s where unity of invention Is lacking (Continuation of Hem 3 of fliBt sheet) 
This Intemationai Searching Authority found multiple inventions In this intemetionel application, as follows: 

see additional sheet 



As all searchable claims could be i 



of any additional fee. 



» searched without effort justifying an additional fee, this Authority did not invite 
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1-29,32, 35-36(an partially) 



Search Report Is 



Remark on Protest 



Q The additional search fees were accompanied by the applicant's protest. 
Q No protest accompanied the payment of addilionat search fees. 



fom PCT/JSA«10 (contlnuatton of first 8heef(2)) <January^4) 
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Claims Nos.: 30-31 



Claims 30-31 do not meet the requirements of Article 6 PCT in that the 

?« JfJinftK^'''^'?''"!^''*!?" ^5 defined. The claims attempt 

to define the subject-matter only in terms of a functional feature of 

?5%S°Tw:J;."^cf ^ ^J^- identified by the method of claims 

the ?irS2?SJoVJSp%ifi'/^**"'"S '^"f "^^^ indication as to 

tne structure of the said compound and since claims 30-31 are silent as 

iLfSfonT?"?" modeled, synthesized (claim 30) and further 

modified (claim 31) the said claims lack clarity to such an extent as 
n^+^Vc^C ^ meaningful search impossible. Moreover, the description does 
not disclose any such compound either. 'ki-iwh uues 

?!:5s;??.si'U???a^,?ir *° '"^'""'^ ^'^^^ 



The applicant's attention is drawn to the fact that claims relating to 
respect Of Which no International search report hal beeS 
established need not be the subject of an International preliminarv 
examination (Rule 66.1(e) PCT). The applicant is advised thai ISeEPO 
policy when acting as an International Preliminary Examining Authority is 
nTVJ/ a preliminary examination on m^ttlr wSS has 

not been searched. This is the case irrespective of whether or not the 
fi!n?L^V? following receipt of the search report or during any 

SSjEiffJi E^n'^^Sl!''^- If. the application proceeds intb the regional phLe 
before the EPO. the applicant is reminded that a search may be carried 
out during examination before the EPO (see EPO Guideline C-VI 8 bV 
should the problems which led to the Article 17(2) declaration be 
overcome . 
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This International Searching Authority found multiple (groups of) 
inventions in this International application, as follows: 

Invention 1 : 1-29, 32 and 35-36 (all partially). 

A method for generating a network of direct and indirect 
interaction partners of a disease-related (poly)peptide and 
in particular when the disease-related protein Is huntingtin 
DA2n7°'"® particularly when the modulator of huntingtin Is 
BARDl . 

A nucleic acid molecule encoding a modulator of huntingtin 
wherein said modulator is BARDl. 

encoding BARDl ^^^^ comprising a nucleic add molecule 
A polypeptide comprising an amino acid sequence of BARDl 
A method of producing the polypeptide comprising an amino 
acid sequence of BARDl. 

A protein complex comprising at least two proteins, wherein 

the first protein is BARDl and the second one is SETDBl 

An antibody specifically recognising BARDl 

A method of identifying whether a protein promotes or 

^Aoii huntingtin aggregation wherein the protein is 
dARDI • 

A method for identifying compounds affecting an interaction 
of huntingtin or of a direct or indirect interaction partner 
of huntingtin wherein said the compound is BARDl 
A method of diagnosing Huntington's disease in a biological 
sample using BARDl. ■«yiv,a. 

using^BARDl*^ aQent/composition or pharmaceutical composition 

1.1. claims: 22-24 (partially) 

A protein complex comprising at least two proteins, wherein 
the first protein Is BARDl and the second is CA150 
An antibody specifically recognizing the protein complex as 
set herein above. 

1.2. claims: 22-24 (partially) 

A protein complex comprising at least two proteins, wherein 
the first protein is BARDl and the second Is NAG4 
An antibody specifically recognizing the protein complex as 
set herein above. 

1.3. claims: 22-24 (partially) 

A protein complex comprising at least two proteins, wherein 
the first protein is BARDl and the second is HIP15 ' 
An antibody specifically recognizing the protein complex as 
set herein above. k 



1.4. claims: 22-24 (partially) 
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A protein complex comprising at least two proteins, wherein 
the first protein Is BARDl and the second is HIP5. 
An antibody specifically recognizing the protein complex as 
set herein above. . ^ ao 

1.5. claims: 22-24 (partially) 

A protein complex comprising at least two proteins, wherein 
the first protein is BARDl and the second Is PTN. 
An antibody specifically recognizing the protein complex as 
set herein above. 

1.6. claims: 22-24 (partially) 

A protein complex comprising at least two proteins, wherein 
the; first protein is BARDl and the second is FEZl 
set^here?n^above^^^*^*^^^ recognizing the protein complex as 

1.7. claims: 22-24 (partially) 

A protein complex comprising at least two proteins, wherein 
the first protein Is BARDl and the second is IKAP 
An antibody specifically recognizing the protein complex as 
set herein above. 

1.8. claims: 22-24 (partially) 

A protein complex comprising at least two proteins, wherein 
the first protein is BARDl and the second Is BAIPl 
set^herein^above^^^*^*"'^^ recognizing the protein complex as 

1.9. claims: 22-24 (partially) 

A protein complex comprising at least two proteins, wherein 
the first protein is BARDl and the second Is mHAPl 
An antibody specifically recognizing the protein complex as 
set herein above. 

1.10. claims: 22-24 (partially) 

A protein complex comprising at least two proteins, wherein 
the first protein is BARDl and the second is HBOl 
set*herein^above^^^^*^^^ recognizing the protein complex as 

1.11. claims: 22-24 (partially) 

A protein complex comprising at least two proteins, wherein 
the first protein Is BARDl and the second is BAIP2 
An antibody specifically recognizing the protein complex as 
set herein above. 



1.12. claims: 22-24 (partially) 
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A protein complex comprising at least two proteins, wherein 
the first protein is BARDl and the second is PLIP. 
An antibody specifically recognizing the protein complex as 
set herein above. 

1.13. claims: 22-24 (partially) 

A protein complex comprising at least two proteins, wherein 
the first protein is BARDl and the second is PIASy. 
An antibody specifically recognizing the protein complex as 
set herein above. 

1.14. claims: 22-24 (partially) 

A protein complex comprising at least two proteins, wherein 
the first protein is BARDl and the second is HZFH. 
An antibody specifically recognizing the protein complex as 
set herein above. 

1.15. claims: 22-24 (partially) 

A protein complex comprising at least two proteins, wherein 
the first protein is BARDl and the second is ZHXl. 
An antibody specifically recognizing the protein complex as 
set herein above. 



Inventions 2-5: 5-29 , 32, 35-36 (all partially) 
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International Application No. PCT/EP2004 /006617 



A method for generating a network of direct and indirect 
interaction partners of a disease-related (poly)DeDtlde 
wherein the disease-related protein Is huntlnatiS aJri tAo 
modulator of huntingtin Is one of ?he mSSSfKro? ?a£ 8 
different from BARDl and GITl. * 
A nucleic acid molecule encoding a modulator of huntlnatin 
d1?PeMor»^^^^^^ o" W 

of'^JMfitSjrnis? ?Stt?°in"iSo;i^""^^ ^""^^"^ °- 

A^method of producing the polypeptide as set out herein 

fh^^J^!? ^°"'P^?^ comprising at least two proteins, wherein 
^ere[;'aL?e°*''" ^'^ "^"^^^ >nodulators al TeTout 

An antibody specifically recognising one of the other 
modulators as set out herein above 
VnHf^f?'' identifying whether a protein promotes or 

Jhl L*'i?"-'"9*lV9gregation wherein the protein is one 
A raeEhod ^' different from BARDl anS IhT 

hnJ?? 2*^ identifying compounds affecting an interact on 
of hunt ngtin or of a direct or indirect Interaction oartner 
of huntingtin wherein said the compound is one of the 
l f H?*'- different froS BARDl aSS GITl 

A method of diagnosing Huntington's disease in a b oloaicai 

BS}%Sd^G?Tr °' ''"^^ 8;3l?ferMi 

2s?in^JSf 15 agent/composition or pharmaceutical composition 
aJd GI?;? ^ c°">PO"nds of Tab. 8, different from BARDl 



'"''1J-S6'^pa;??aifjr^"^^' (partially), 33 (completely). 



A method for generating a network of direct and ^r^rtira^^■ 
interaction partners of a disease-relatprt rnn?«^l i-!^* 

A^polypeptlde comprising an amiM acid sequence encoding 
A^jjethod Of producing the polypeptide as set out herein 
?he""??nst" p?K ^rSII'"' '""t *"» proteins, wherein 

3Sf?Se7S2?e?S=l':r"^ - "«P1« as 

tnMM?? f.^ J^entlfylng whether a protein promotes or 

2s?J5'Sml' ^9«"t/compos1t1on or pharmaceutical composition 



Invention 



UVipt^Jfaify)"'"^'- (P'rtlany), 32 (partially,, 

of huntlnotin wherein si" Ihe cCSS u hit " 
?a:??S°2s?»"'"» Huntington-? ,?.elV\'„\ 

!sfJS°h?t*"= '«»"t/'=<«"P«<"<'n or Ph.n.aceut1ca1 composition 
'"""34-36%^;J?a{fJ5*""^>- <l>»rtt.ny). 32 (partially,. 
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A method for generating a network of direct and Indirect 
interaction partners of a disease-related (poly)peDtide 

SloJ'of'JS^tlSfJIf H?fr^" ^"^ 
't,llTrl[ IrTeT. 'T^V?T ^^^^^^^^ 
3efiSelTeM:i? recognising HIP15 or the complex as 
A method of identifying whether a protein promotes or 
HIP15 ^""ti"9tin aggregation wherein the protein is 

J/h!;j?? identifying compounds affecting an Interaction 

S "^I " T ^'""^^t indirect interaction partner 
of huntingtin wherein said the compound is HIP15 '"*^^"^r 

saSple'SsJ^g'!??;?''"' Huntington's disease in a-b1ological 
Ssiig^HIPlB^ agent/composition or pharmaceutical composition 

^"''"3jV(part?al?jr^'"^^' 22-29 (partially). 32 (partially), 

A method for generating a network of direct and indirect 
interaction partners of a disease-related {poly)peptide 
wherein the disease-related protein is huntinatin and thp 
modulator of huntingtin is HP28 nunnngnn and the 

?hr???;; i^iVo irsfir"' ^^^^ ""^^'^'^ 

52f?SeJ'h°efe?S'ai:j""^ recognising HP28 or the complex as 
?„h?i-?*^ identifying whether a protein promotes or 
i mlJi;^ huntingtin aggregation wherein the protein Is HP28. 
Sf S^J??nS!"n^''^"*r^^!l? ^^JPo^nds affecting^n interaction 
of huntingt n or of a direct or indirect interaction partner 
of huntingtin wherein said the compound is HP28 Partner 

?a!llp?S°2siJg'*H?28°'^"° Huntington's disease in k biological 
uslig°HP28^*^ agent/composition or pharmaceutical composition 

Inventions 10-73: 5-12 (partially), 22-29 (partially) 32 
(partially), 35-36 (partially) 
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?n?!i?^J-^°'^ generating a network of direct and indirect 
interaction partners of a disease-related (poly)peptide 
wherein the disease-related protein is huntingtin and th^ 
modulator of huntingtin is a protein as lisled n Tab 7 

in'rlf!' f l^^lVJ Pr°^^^'" does not relate to those listed 
in Tab. 8, to BARDl, htt, HIP15 and HP28. 

?Si;^°r'';h!°- P'^otei^s present both in Tab. 7 and 1n 

Tab. 9 the inventions win also comprise a protein como ex 
comprising at least two proteins, wherein the firlt IrltlZ 
lliTL'^t tf^^P'^ote^J disclosed in Tab. 9, insofar afjSl 
BAJSlMtrH??!! Sni '° '''''' ^" « '° 

SSrlJS'Ke'''^'''^'""^ recognising the complex as defined 
A method of identifying whether a protein promotes or 
inhibits huntingtin aggregation wherein the ^tlin L one 

bI^I f^Sm^JSocf -^J^J J" 7 but dmereSt ?rS5 

BARDl, from those listed in Tab. 8 and from htt, HIP15 and 

Vh^I;??n^?- ^<^e"tifying compounds affecting an Interaction 
.1 °l d^""^*^* 0^ indirect interaction pSrt^Sr 

of huntingtin wherein said the compound is one of the 
proteins se ected in the Tab. 7 but different f?om BARDl 
iTtJJS'n*^!?*^^ in Tab. 8 and from htt, HIP15 aSd H?2l' 
A method of diagnosing Huntington's disease in a bioloaical 
sainple using one of the proteins selected in the T^b 7 St 
ili:Z?lsZZ 5S'' '''''' '^^'^ ^" « -d ?rSf 

!ls?ln^!!nf jgent/composltion or pharmaceutical composition 
using one of the proteins selected in the Tab 7 but 
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